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CLAIMS 



What is claimed is: 

1. A DNA construct comprising at least one ther^gr£utic 

gene under transcriptional control of the WAP or MMTV 
regulatory sequences for the tre^feHierit of disorders or 
diseases of human mammary c^ils, including human 
mammary carcinoma. 

2 . A DNA construct according to claim 1 wherein the 

regulatory/sequence comprises the proximal 445 bp of 
the WAP'promoter including the transcription 
initiation site. 

A DNA construct according jQb claitfis 1 wherein the 
regulatory sequence cont^£l£s^the 320 "£p Xhol/Xbal 
fragment of. the WAP^romoter region, 



A DNA construct according to claim. 



lerein the 



regulatory sequence is the^5 region "of MMTV. 



A DNA constru^Jfc^according to claim 1 ^wherein the 
regulatopy^ sequence contain the 0.6 Kb Pstl MMTV 
promoter fragment. 
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A DNA construct according to claim 1 which 
recombinant vector selected from viral add plasmid 
vectors . 



viral vector is selecte 




A recombinant vector according/to claim 6 wherein said 



m RNA and DNA viral 



vectors and said plasmip^^^ct^Dr is selected from 
eucaryotic expression^ vectors. 
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A recombinant vector according to claim 7 wherein said 
viral vecto^/is a retroviral vector, a recombinant 
adenovirus vector, a recombinant adeno-associated 



virus Sector or a recombinant herpes virus vector. 

/ 

A recombinant vector according to claim 8 yherpirfT the 
retroviral vector comprises a 5 1 LTR regig*r"of the 
structure U3-R-U5; at least one cq^arfig sequence coding 
for a therapeutic gene; and LTR region comprising 

a completely or partialjy^deleted U3 region wherein 
said deleted regiojvfias been replaced by a polylinker 
containing th^^AP or MMTV regulatory sequences 
followed >y the R and U5 region, said therapeutic gene 
beinq^under transcriptional control of the WAP or MMTV 
*gulatory sequences. 



A construct according to claim Inhere in the / 
therapeutic gene is selected from anti-tumor genes and 
cytokine genes for the treatment of human mammary 
carcinoma. / 

A construct according to claim 10^ wherein said 
therapeutic gene is selected from/the group consisting 
of genes which code for proteins such as Herpes 
Simplex Virus thymidine kinase, cytosine deaminase, 
guanine phosphoribosyl transferase (gpt) , cytochrome P 
450, cell cycle regulatory genes which code for 
proteins such as SDI , /umor supressor genes which code 
for proteins such as/p53, ant iprolif eration genes 
which codes for proteins such as melittin, cecropin or 
cytokines such a.d IL-2. 

A recombinant/ retroviral particle produced by 
culturing ar packaging cell line harbouring a 
retroviral vector construct according to claim and 
one or iriore constructs coding for the proteins 
requi/ed for the genome of said retroviral vector to 
be packaged, for the treatment of disorders or 
diseases of human mammary cells, including human 
mammary carcinoma. 
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A retroviral provirus carrying a construct comprising 
at least one therapeutic gene under transcriptional 
control of the WAP or MMTV regulatory secm^nces 
integrated in the human genome. / 

A retroviral provirus according J£o claim 13 comprising 
a 5'LTR region comprising a completely or partially 
deleted U3 region wherein ^aid deleted region has been 
replaced by a polyl inker' containing the WAP or MMTV 
regulatory sequences /followed by the R and U5 region; 
at least one coding sequence coding for a therapeutic 
gene; and a 3 ' I^TR region comprising a completely or 
partially deleted U3 region wherein said deleted 
region has-been replaced by a polylinker containing 
the WAP/or MMTV regulatory sequences followed by the R 
and US region, said therapeutic gene being under 
transcriptional control of the WAP or MMTV regulatory 
/equences . 



20 



15. A cell line containing a c 



ly for the treatment of d 



mammary cells, inclu 




according to claim 
rs or diseases of human 
uman mammary carcinoma. 




A packaging cell line harbouring a ret^er^lral vector 
construct according to claim 6^arfd one or more 
constructs coding for t^e^proteins required for the 
genome of said ret^6viral vector to be packaged. 
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17. A human cell containing a retroviral provi] 
according to claim 13,. 



18. Encapsulated cells comprising a cefre containing cells 
according to claim 15, and a pprous capsule wall 
surrounding said core, said porous capsule wall being 
permeable to the therapeutic polypeptide or the viral 
particles produced Jzfy said cells for the treatment of 
disorders or diseases of human mammary cells, 
including human mammary carcinoma. 



y i 



10 19. Encapsulated cells according to claim 18^ wherein said 
porous capsule wall consists of a polyelectrolyte 
ramplex formed from counter charged polyelectrolytes . 

20. The use of a construct according to claim l^Jj&f the 
preparation of a medicament for the tre^fment of 
15 disorders or diseases of human^ marpinary cells, 

including human mammary carciin^ma . 
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21. The use of a recontoin^frt viral particle according to 
claim 12/for the manufacture of a medicament for the 
treatment of disorders or diseases of human mammary 
cells, including human mammary carcinoma. 
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22. The use of cells according^ tq^erfaim 15^for the 

manufacture of a medicam&^fl for the treatment of a 
disorder or disease pf miman mammary cells, including 
human mammary ca^tinoma. 




5 23. A pharmaceutical composition for the treatment/of 
disorders or diseases of human mammary cel^ 
including human mammary carcinoma comprising a DNA 
construct according to claim \, and a >pharmaceutically 
acceptable carrier or diluent, 

10 24. A pharmaceutical composition/for the treatment of 
disorders or diseases of touman mammary cells, 
including human mammary/ carcinoma comprising a 
recombinant retroviral particle according to claim 12^ 
and a pharmaceutical^ acceptable carrier or diluent. 



15 25. A pharmaceutical composition for the treatment of 
disorders or diseases of human mammary cells, 
including/human mammary carcinoma comprising a cell 
line according to claim l^and a pharmaceutically 
acceptable carrier or diluent. 



20 26. Tt>fe use of the WAP or MMTV regulatory sequences for 
ihe expression of linked therapeutic genes in human 
mammary cells, including human mammary carcinoma 
cells . 
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27. The use according to claim 26 / ,wherein the regulatory 
sequence comprises the proximal 445 bp of the WXP 
promoter including the transcription initiation site, 

28. The use according to claim 2 6 ^herein ttye regulatory 
5 sequence contains the 320 bp Xhol/Xba^/ fragment of the 

WAP promoter region. 

29. The use according to claim 26^wtierein the regulatory 
sequence is the U3 region of iWTV. 

30. The use according to clai/ 2 6^wherein the regulatory 
10 sequence contain the 0 .f Kb Pstl MMTV promoter 

fragment . 

31. The use according/to claim 26^wherein the therapeutic 
gene is selectecy from anti-tumor genes and cytokine 
genes . 



15 32 
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The use according to claim 31,^ wherein said 
therapeutic gene is selected from the group consisting 
of qene^ which code for proteins such as Herpes 
Simplex Virus thymidine kinase, cytosine deaminase, 
guanine phosphoribosyl transferase (gpt) , cytochrome P 
4 5QT, cell cycle regulatory genes which code for 

roteins such as SDI, tumor supressor genes which code 
:or proteins such as p53, antiprolif eration genes 
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which codes for proteins such as melitt 
cytokines such as IL-2. 



cecropin or 



33. The use accordino^fet^ claim 26^ wherein the therapeutic 
gene under jpr^jiscriptional control of the WAP or MMTV 
regulafedry sequences form part of a recombinant vector 
s^fected from viral and plasmid vectors. 



10 



34. The use according to claim 33 x wherein said vi-^al 

vector is selected from RNA and DNA v^Tal vectors and 
said plasmid vector is s^cte^from eucaryotic 
expression vectors 



35.. The use according to claim 34,/wherein said viral 
vector iB^a retroviral vector, 
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36. The use according to claim 35 wherein the ret] 



.ral 

vector comprises a 5'LTR region of the sj^ucture U3-R- 
U5; at least one coding sequence cpd^mg for a 
therapeutic gene; and a 3' L/£RTregion comprising a 
completely or partially^d^leted U3 region wherein said 
deleted region has fe€en replaced by a polylinker 
containing the ^WAP or MMTV regulatory sequences 
followed tn^the R and U5 region, said therapeutic gene 
being j^rfder transcriptional control of the WAP or MMTV 
rec^aiatory sequences 
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37. A method for the treatment of human mammary carcinoma 
comprising administering to a human in need tjar^reof a 
construct according to claim 1. 

38. A method for the treatment of human/mammary carcinoma 
comprising administering to a hurfian in need thereof a 
viral particle according to claim 12 . 



39. A method for the treatijtent of human mammary carcinoma 
comprising administering to a human in need thereof 
cells according jzo claim 15. 

10 40. A method fpi: the treatment of human mammary carcinoma 
comprising implanting into a human in need thereof 
encapsulated cells according to claim 19 either in or 
nea/by the site of the tumor. 




